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DETAILED ACTION 

Claims 1-25 are pending in the instant application. 



Election/Restrictions 

Applicant's election with traverse of Group IV in the reply filed on 7/1 1/2008 is 
acknowledged. The traversal is on the ground(s) that groups I-V are all directed to a defined- 
dose therapeutic phage, methods of making a defined dose-therapeutic phage, and methods of 
using the defmed-dose phage. Further, the response asserts that the Office action does not 
include a reasoning for selecting the host bacterium as the special technical feature rather than 
selecting the defined-dose phage. This is not found persuasive. The first named invention is a 
method of making a non-replicating anti-bacterial phage, comprising producing said anti- 
bacterial phage in a host production bacterium (Group I). The first named product is the host 
production bacterium (Group II), and this product is used in the first named method. However, 
Fairweather (Infection and Immunity, Vol. 41, No. 3, pages 1 1 12-1 17, September 1983; e.g., 
Table 1) teach host strain RN4220, which is disclosed in the present specification as a host 
production strain (e.g., paragraph [0174]). Therefore, the technical feature does not make a 
contribution over the prior art and does not constitute a special technical feature. If multiple 
products, processes of manufacture or uses are claimed, the first invention of the category first 
mentioned in the claims of the application and the first recited invention of each of the other 
categories related thereto will be considered as the main invention in the claims. See 37 CFR 
1 .475(d). Accordingly, the restriction between Groups I-V is proper. 
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Even if the technical feature linking the groups was considered to be the therapeutic 
phage, this feature is not a contribution over the prior art and thus is not a special technical 
feature. Blasi (WO 02/34892 Al; see the entire reference) teaches therapeutic phage that 
comprise a non-replicative modification in the genome, where "non-replicative" means any 
modification in the phage genome whereby such a modified phage does not replicate (e.g., page 
9, last paragraph). 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 1-6, 9, 10, 13-21, 24 and 25 are withdrawn from further consideration pursuant to 
37 CFR 1.142(b), as being drawn to a nonclcctcd invention, there being no allowable generic or 
linking claim. Applicant timely traversed the restriction (election) requirement in the reply filed 
on 7/11/2008. 

An examination on the merits of claims 7, 8, 11, 12, 22 and 23 follows. 

Information Disclosure Statement 

Receipt of an information disclosure statement, filed on 6/26/2006, is acknowledged. 
The signed and initialed PTO 1449 has been mailed with this action. 

Oath/Declaration 

The oath or declaration is defective. A new oath or declaration in compliance with 37 
CFR 1 .67(a) identifying this application by application number and filing date is required. See 
MPEP§§ 602.01 and 602.02. 

The oath or declaration is defective because: 
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The full name of each inventor (family name and at least one given name together with 
any initial) has not been set forth. The full given name is not provided for M. Jayasheela. 
There is no indication on the oath or declaration that the singular lettering set forth is the 
inventor's given name. Thus, "M" is considered an abbreviation of the inventor's given 
name. 

Specification 

The disclosure is objected to because of the following informalities: 

1. Page 9 contains the heading "BRIEF DESCRIPTION OF THE DRAWINGS"; 
however, the application does not contain any drawings. 

2. The citation at page 20, line 19 is incomplete. The "xx" should be replaced with a 
page number. 

3. The sentence ending at page 20, line 1 1 is incomplete, because is does not end in a 

period. 

Appropriate correction is required. 

The use of the trademark PROVENTIL (paragraph [0133]) has been noted in this 
application. It should be capitalized wherever it appears and be accompanied by the generic 
terminology. 

Although the use of trademarks is permissible in patent applications, the proprietary 
nature of the marks should be respected and every effort made to prevent their use in any manner 
which might adversely affect their validity as trademarks. 

Claim Objections 

Claims 7, 8, 11, 12, 22 and 23 are objected to because of the following informalities: 
each of the claims depends from a withdrawn claim. Appropriate correction is required. 
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Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 7 and 8 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for administering a therapeutically effective amount of a 
pharmaceutical composition comprising an anti-bacterial phage, wherein said anti-bacterial 
phage inhibits growth of a target bacterium, and wherein said anti-bacterial phage has diminished 
replication activity in said target bacterium, does not reasonably provide enablement for 
administering a prophylactically effective amount of a pharmaceutical composition comprising 
an anti-bacterial phage, wherein said anti-bacterial phage inhibits growth of a target bacterium, 
and wherein said anti-bacterial phage has diminished replication activity in said target bacterium. 
The specification does not enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the invention commensurate in scope with these 
claims. 

Enablement is considered in view of the Wands factors (MPEP 2164.01(A)). These 
include: nature of the invention, breadth of the claims, guidance of the specification, the 
existence of working examples, state of the art, predictability of the art and the amount of 
experimentation necessary. All of the Wands factors have been considered with regard to the 
instant claims, with the most relevant factors discussed below. 
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Nature of the invention: The claims are drawn to a method of treating a bacterial 
population in a subject, said method comprising administering a prophylactically effective 
amount of a composition, which is a pharmaceutical composition comprising an anti-bacterial 
phage, wherein said anti-bacterial phage inhibits growth of a target bacterium, and wherein said 
anti-bacterial phage has diminished replication activity in said target bacterium. Claim 8 limits 
the subject to a human, primate, or a food, work, display or companion animal. The nature of the 
invention is complex in that the claims require a "prophylactically effective" amount o the 
composition. Thus, the composition must be capable of preventing a bacterial infection. 

Breadth of the claims: The claims arc specifically directed to prophylaxis of bacterial 
infection. However, the claims are broadly drawn to the prophylaxis of any bacterial infection in 
any subject. 

Guidance of the specification and existence of working examples: The specification 
envisions the administration of anti-bacterial phage for prophylaxis of bacterial infection (e.g., 
paragraphs [0021], [0040], [0058] and [0082]). The specification defines the term "bacterial 
infection" to mean the growth of bacteria (paragraph [0058]). Thus, prophylaxis of a bacterial 
infection requires the complete prevention of bacterial growth. 

The specification does not provide any working examples that demonstrate the effective 
prophylaxis of a bacterial infection in any subject. 

Predictability and state of the art: It would have been an unpredictable venture to provide 
a prophylactically effective amount of an anti-bacterial phage to a subject to prevent the growth 
of bacteria in the subject. Levin et al (Nature Reviews Microbiology, Vol. 2, pages 166-173, 
February 2004) teach that phage can control bacterial population in therapeutic settings but must 
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be maintained at sufficient densities to reduce the rate of replication of the infecting population 
of bacteria, and must reach the site(s) of infection and have access to the bacteria when they are 
susceptible — non-replicating populations of bacteria are refractory to killing by most phages 
(e.g., page 167, paragraph bridging left and middle columns). Thus, if a bacterial population is 
present in a subject, it will likely divide and grow prior to killing by the administered dose of 
phage. 

Amount of experimentation necessary: Given the lack of guidance in the specification and 
prior art with regard to complete prevention of bacterial replication by a therapeutic phage, it 
would require a large amount of experimentation to practice the full scope of the claimed 
invention. One would be required to identify therapeutic phage that are capable of infecting non- 
dividing bacteria. Next, one would need to determine whether administration of the phage to a 
subject such as a human, primate, or food, work, display or companion animal results in 
complete inhibition of bacterial growth. 

In view of the breadth of the claims and the lack of guidance provided by the 
specification as well as the unpredictability of the art, the skilled artisan would have required an 
undue amount of experimentation to make and/or use the claimed invention for prophylaxis. 
Therefore, claims 7 and 8 are not considered to be fully enabled by the instant specification. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(b) the invention was patented i >r described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 7, 8, 1 1, 12, 22 and 23 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Blasi (WO 02/34892 Al; see the entire reference). 

Regarding claim 7, Blasi teaches a method of treating a bacterial infection in an 
organism, comprising administering a pharmaceutical preparation of a phage (e.g., pagel5, 
paragraphs 2-3). The phage are used in phage therapy to effectively kill specific bacteria and 
avoid undesired side effects, e.g., release of cell debris (e.g., page , paragraph 5). Blasi teaches 
the use of phage that comprise a non-replicative modification in the genome, where "non- 
replicative" means any modification in the phage genome whereby such a modified phage does 
not replicate (e.g., page 9, last paragraph). 

Regarding claim 8, Blasi teach the method where the phage is used to treat a bacterial 
infection caused by a target bacterium, where the target bacterium is Staphylococcus aureus 
(e.g., page 15, paragraphs 2-3). 

Regarding claim 1 1, the specification defines the term "genetically incompetent" to mean 
loss of replication activity (paragraph [005 1]). Blasi teaches a method of treating a bacterial 
infection in an organism, comprising administering a pharmaceutical preparation of a phage 
(e.g., pagel5, paragraphs 2-3). The phage are used in phage therapy to effectively kill specific 
bacteria and avoid undesired side effects, e.g., release of cell debris (e.g., page , paragraph 5). 
Blasi teaches the use of phage that comprise a non-replicative modification in the genome, where 
"non-replicative" means any modification in the phage genome whereby such a modified phage 
does not replicate (e.g., page 9, last paragraph). 
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Regarding claim 12, Blasi teach the method where the phage is administered in 
combination with a second anti-bacterial agent (e.g., page 14, 4th full paragraph). 

Regarding claim 22, Blasi teaches a method of treating a bacterial infection in an 
organism, comprising administering a pharmaceutical preparation of a phage (e.g., pagel5, 
paragraphs 2-3). The phage are used in phage therapy to effectively kill specific bacteria and 
avoid undesired side effects, e.g., release of cell debris (e.g., page , paragraph 5). Blasi teaches 
the use of phage that comprise a non-rep licative modification in the genome, where "non- 
replicative" means any modification in the phage genome whereby such a modified phage does 
not replicate (e.g., page 9, last paragraph). Because the phage are non-replicative, they will 
necessarily exhibit less than 20% DNA or phage replication activity in the target bacterium when 
compared to the intact parental phage or prophage. 

Regarding claim 23, Blasi teach the method where the phage is used to treat a bacterial 
infection caused by a target bacterium, where the target bacterium is Staphylococcus aureus 
(e.g., page 15, paragraphs 2-3). 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jennifer Dunston whose telephone number is 571-272-2916. The 
examiner can normally be reached on M-F, 9 am to 5 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached at 571-272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 

applications is available through Private PAIR only. For more information about the PAIR 

system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 

system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 

like assistance from a USPTO Customer Service Representative or access to the automated 

information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Jennifer Dunston, Ph.D. 

Examiner 

Art Unit 1636 

/JD/ 

/Celine X Qian Ph.D./ 

Primary Examiner, Art Unit 1636 



